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ANDA 74-949

Zenith Goldline Pharmaceuticals, Inc. NGV 26 297
Attention: Jason A. Gross, Pharm. D.

140 Legrand Ave.

Northvale, NJ 07647

Dear Sir:

This is in reference to your abbreviated new drug application
dated August 22, 1996, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Clozapine Tablets,
25 mg and 100 mg.

Reference is also made to your amendments dated May 28, June 2,
June 20, July 30, September 12, October 17, November 5, and
November 21, 1997.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Clozapine Tablets, 25 mg and 100 mg to be
bioequivalent and, therefore, therapeutically equivalent to the
listed drug (Clozaril Tablets, 25 mg and 100 mg, respectively,
of Novartis Pharmaceuticals Corporation). Your dissolution
testing should be incorporated into the stability and quality
control program using the same method proposed in your
application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of‘ﬁrug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.
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We call your attention to 21 CFR 314.81 (b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Sincegely yours,

pouglas L. &porn Z/A;ey/

Director //'ZJ"?7

Office of Generic Drugs
Center for Drug Evaluation and Research
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10.

11.

OFFICE OF GENERIC DRUGS

ABBREVIATED NEW DRUG APPLICATION
- CHEMISTRY, MANUFACTURING AND CONTROLS REVIEW

CHEMISTRY REVIEW NO,
Two (2)
ANDA #74-949
NAME AND ADDRESS OF APPLICANT

Zenith Goldline Pharmaceuticals, Inc.,
Attention: Jason Gross

140 Legrand Avenue,

Northvale, NJ 07647

LEGAL BASIS FOR SUBMISSION

The listed reference product is Clozaril® Tablets, 25mg and 100mg
Manufactured by Novartis (used to be Sandoz) Pharmaceuticals,
Corporation. Clozaril® is not covered by any patents or
exclusivity provisions.

SUPPLEMENT ()

None

None

NONPROPRIETARY NAME

Clozapine Tablets
SUPPLEMENT(s) PROVIDE(s) FOR:
None
AMENDMENTS AND OTHER DATES:

Minor Amendment - June 2, 1997

Telephone amendment (bioequivalence) - July 30, 1997
Telephone amendment - November 5, 1997

Telephone amendment - November 21, 1997

PHARMACOILOGICAL CATEGORY
Antipsychotic

=

RX or OTC

Rx




12.

13.

14.

15.

DOSAGE FORM
Tablets

POTENCY

25mg and 100mg

CHEMICAL NAME AND STRUCTURE

L




- C"b

/

N

-

CqigH1gCIN,  326.83 [6786-21-0]
5H-Dibenzo{b,e][1,4]diazepine, 8-chloro-11 -(4-methyl-1-piperazinyl)-.
Refer to USAN 1991, page 157.

16. RECORDS AND REPORTS

None

17. COMMENTS

This application was found to be approvable.

Labeling was reviewed and found to be satisfactory (11/3/97,
reviewed by L. Golson).

The telephone amendment of November 5, 1997 was reviewed and
found to be acceptable. The amendment was related to the
specifications of other individual unknown impurities for the
drug substance and the drug product at the time of release and on
stability. The telephone amendment of November 21, 1997 was
reviewed and found to be satisfactory.

18. CONCLUSIONS AND RECOMMENDATIONS
The application is approvable.
19. REVIEWER: DATE COMPLETED:
Liang-Lii Huang, Ph.D. November 25, 1997
cc:

ANDA 74-949
ANDA (DUP) 74-949

DIV FILE
Field Copy
Endorsements (Draft and Final with_Dates):
- ~ s Ufes /o7
HFD-627 /Liang~-Lii Huang, Ph.D./ 11/25/97 7 P
HFD-627 /Paul Schwartz, Ph.D./11/25/97 . ‘l%r49’7

CHEMISTRY REVIEW - APPROVABLE

X:\NEW\FIRMSNZ\ZENITH\LTRS&REV\74949S500.RV2
Date: November 25, 1997




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER (074949

BIOEQUIVALENCE REVIEW
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Clozapine Tablets Zenith Goldline

25 mg and 100 mg Tablets Northvale, NJ

ANDA #74-949 Submission Date:

Reviewer: Moo Park 5/28/97; 6/2/97; 7/30/97

Filename: 74949%9a.587

Review Amen nt
I. Objectives

Review of Zenith’s amendment responding to the bio deficiency
letter dated 2/20/97 and dissolution data on scored tablets
submitted on 6/2/97 and 7/30/97.

IXI. Background

Zenith’s original submission dated 8/22/96 was reviewed by the
Division of Bioequivalence and six deficiencies were cited. It was
also found that the firm initially manufactured unscored 100 mg
tablets and scored 25 mg tablets. The firm was requested to
manufacture scored 100 mg tablets to match the reference product by
the Division of Labeling. The firm submitted dissolution data for
intact scored 100 mg tablets on 6/2/97. The firm was requested to
submit additional dissolution data for half tablets of 25 mg and
100 mg scored tablets by the Division of Bioequivalence as of
7/1/97. Dissolution data for the half tablets were submitted by
the firm as of 7/30/97.

III. Review of

Zenith provided its response to each of the six deficiencies as
follows:

1. Response to Deficiency 1(Submit assay method for review.):

=

The submitted assay method is acceptable.




2, Rggpgngé to Deficiency 2 (Explain clearly why it 1s not

possible to generate recovery data.):

The response is satisfactory and acceptable.

3. Response to Deficiency 3(Submit stability data of internal

standard and stability data of stock solutions of clozapine
and the internal standard.):

Submitted stability data are acceptable.

4. Response Deficien 4 (Stability study should be performed
using samples of a wide concentration range such as the
quality control samples. Some of the stability data were

based on only one concentration.):

The applicant submitted the following stability data to supplement
the original stability data as shown in Table 1.

Table 1. Stability Data

Submitted stability data are acceptable.




5. esponse to Deficiency 5(Clarify the meanlng of assayed
wandw

The response is satisfactory and acceptable.

6. Response to Deficiency 6(Submit data showing intra- and inter-
day variability for pre-study and within-study validation.):

wlh.




The response is satisfactory and acceptable.

IV. Di ion r

The dissolution data for half tablets of 25 mg and 100 mg strengths
scored tablets and unbroken 100 mg scored tablets were submitted as
summarized in Table 1IV-1 using the following FDA dissolution
specifications:-

Medium and Volume Acetate Buffer, pH 4.0; 1000 mL

Apparatus and rpm 1 (basket); 100 rpm

Tolerances NLT in 45 min

Assay Method

Data for the half tablets of 25 mg and 100 mg strengths scored
tablets and unbroken 100 mg scored tablets met the FDA
specifications.

V. Deficiencies

None.

VI. Recommendations

1. The in vivo bioequivalence study conducted under fasting

conditions by Zenith Goldline on its Clozapine Tablets, 25 mg
strength, lot #ND-234, comparing it to Sandoz's Clozaril®, 25

mg tablets, lot #081U4750, has been found acceptable. The
studies demonstrate that Zenith's Clozapine Tablets, 25 mg
strength, is bioequivalent to Sandoz's ClozarilF, 25 mg
tablets.

2. The dissolution testing conducted by Zenith on its Clozapine
Tablets, 25 mg strength, lot #ND-234, and 100 mg strength, lot
#ND-322, 1is acceptable. The formulation for the 100 mg

strength tablets is proportionally similar to the 25 mg
strength tablets of the test product which underwent the
acceptable bioequivalence stufly (submission date:8/22/96).
The waiver of 1ln vivo bioequivalence study requirements for
the 100 mg strength tablets of the test product is granted.
The 100 mg strength tablets of the test product are therefore




deemed Sioequivalent to Sandoz's Clozaril®, 100 mg tablets.

The FDA dissolution testing should be incorporated into the
firm's manufacturing controls and stability program. The
dissolution testing should be conducted in 1000 mL of pH 4.0
Acetate Buffer at 37°C using USP 23 Apparatus I (basket) at

100 rpm. The test product should meet the following
specifications:
Not less than of the labeled amount of the drug in

the dosage form is dissoclved in 45 minutes.

The firm should be informed of the recommendations.

—_ -

Moo Park, Ph.D. v
Chemist, Review Branch III
Division of Bioequivalence

RD INITIALED RMHATRE

FT INITIALED RMHATRE §/28,/4 >
Ramakant M. Mhatre, Ph.D. N

Team Leader, Review Branch III

Division of Bioequivalence

A

Concur: . Date: q |81 %;L'

cC:

Rabindra Patnaikj Ph.D.
Acting Director
Division of Bioequivalence

ANDA #74-949 (original, duplicate), Park, Drug File, Division
File, HFD-650 (Director)

File history: Draft (8/18/97); Final (8/27/97)
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Table VI-1. In Vitro Dissolution Testing Data

I. General Information

Drug Product (Generic
Name)

Clozapine Tablets

Strength

25 mg and 100 mg

ANDA Number

74-949

Applicant -

Zenith Goldline

Reference Drug
Product

Sandoz's Clozaril

IT. FDA Method for Dissolution Testing

Medium and Volume Acetate Buffer, pH 4.0; 1000 mL

Apparatus and rpm 1 (basket); 100 rpm

Tolerances NLT in 45 min

Assay Method ~

ITII. Dissolution Data (%)

Time Test Product Reference Product
Lot No: ND-234 Lot No: 081U4750
Strength: 25 mg, scored Strength: 25 mg, scored
No of Units: 12 whole No of Units: 12 whole
tablets tablets

min Mean Range %CV Mean Range %CV

10 97.5 1.1 101 1.6

20 97.4 1.2 101 1.4

30 97.2 1.1 101 1.3

45 97.2 1.1 101 1.3

Time Test Product Reference Product
Lot No: ND-322 Lot No: 351Y9985
Strength: 100 mg, unscored Strength: 100 mg, scored
No of Units: 12 whole xf No of Units: 12 whole
tablets *| tablets

min Mean — Range ¥CV Mean Range %CV

10 54.8 3.9 39.1 8.2




93.3 3.9

20 68.8 7.0
30 102 1.5 S2.4 6.9
45 102 1.5 102.8 1.5
Time Test Product Reference Product
Lot No: ND-234 Lot No: 081U4750
Strength: 25 mg, scored Strength: 25 mg, scored
No of Units: 12 half tablets |No of Units: 12 half
tablets
min Mean Range %CV Mean Range %CV
10 97.1 2.1 101.4 2.0
20 97.4 2.2 101.3 2.1
30 97.4 2.1 101.2 1.9
45 97.4 2.1 101.7 1.6
Time Test Product Reference Product
Lot No: ND-388 Lot No: 09423020
Strength: 100 mg, unscored Strength: 100 mg, scored
No of Units: 12 half tablets |No of Units: 12 half
tablets
min Mean Range ¥CV Mean Range %CV
10 55.7 4.8 96.4 3.6
20 91.2 3.8 100.1 2.4
30 103.5 1.5 100.1 2.4
45 103.5 1.4 100.2 2.3

wlu'




